Introduction {#S0001}
============

Drug abuse is one of the main health problems in Iran and can cause severe and deep physical, psychological and social harms. One of the goals of detoxification from drug dependency is to ease or remove the pain of withdrawal during the treatment, so that the treatment is safe and can help the patient in overcoming drug abuse.[@CIT0001] Drug dependency symptoms are created by stopping consumption or using drug antagonists.[@CIT0002], [@CIT0003] Based on the kind of narcotic, symptoms begin after a few hours to a few days of consumption cut. Usually, narcotics with short term-effect have severe, but short term symptoms and those with longer-term effect create mild but long term symptoms.[@CIT0004]

Various methods of treating withdrawal symptoms due to detoxification are recommended, such as replacing heroin with a narcotic with long-term effect like methadone[@CIT0005] or using LAAM (levoacethylmetalhadal) and bupronorphine; of course, LAAM is not currently available in Iran.[@CIT0006], [@CIT0007]

Detoxification with above mentioned methods is associated with laws and regulations of supplying them, which should be considered as a limitation.

Non-opioid treatment approaches to detoxifi-cation of opioid drugs such as clonidine were used in past years.[@CIT0008], [@CIT0009] These days, rapid detoxification and even ultra rapid detoxification are considered as detoxification with opioid in spite of their limitations. Some researchers have discussed the superiority of rapid method to detoxification with clonidine.[@CIT0010], [@CIT0011]

For rapid and ultra rapid detoxification, naloxan, an opioid antagonist with short term effects, is used. This method leads to a severe withdrawal syndrome that can be treated by constant prescription of clonidine and benzodiazepine. In detoxification with clonidine, naltrexone is prescribed for at least 5 days in case of drugs with short term effects and 10 days for drugs with long term effects such as methadone. Therefore, in rapid detoxification, detoxification is completed within 48 to 72 hours, while it is 7 to 10 days in other methods.[@CIT0012] Rapid detoxification has been used even at home without complications and problems.[@CIT0013]

Ultra rapid detoxification with general anesthe-sia is also reported in those who have not been able to complete their detoxification with other methods or those who has severe withdrawal symptoms.[@CIT0014] Considering the legal procedure of using methadone and bupronorphine in one hand and the risk factors of ultra rapid detoxification methods on the other hand, this study investigated the treatment of withdrawal symptoms in the two methods of detoxification with clonidine and naltrexone plus clonidine that do not have the above problems.

Methods {#S0002}
=======

This was a clinical trial study. Participants included patients who referred to Shahid Beheshti hospital for narcotic addiction treatment. The including and excluding criteria were applied (patients should not have any psychological or physical disorder and should not leave the hospital before all detoxification symptoms are disappeared). They also provided a written consent. Patients were randomly divided into two groups and group matching was based on age, the kind of narcotic they used, the method of consumption and the amount.

After necessary clinical and paraclinical tests and considering the medical and psychiatric history of patients, if there was no problem with detoxification with clonidine or clonidine plus naltrexone, the patient would be assigned to one of the groups. For each group, 30 patients and 30 questionnaires were filled.

Data were collected using a researcher made questionnaire including questions on age, career, education, number of siblings, birth rank, type of addiction, consumption method, amount of consumption, length of addiction and trying withdrawal. The withdrawal symptoms were assessed using St George\'s Hospital questionnaire for narcotic withdrawal symptoms. This questionnaire includes 13 signs and 12 symptoms.[@CIT0014] The questionnaires were completed by a trained medical intern who was not aware of the patients\' treatment method when completing questionnaire.

Signs and symptoms were checked and scored by an intern through daily clinical examination and interview. If there was no sign or symptom, the score was 0. In case of mild symptoms or lack of evidence about the existence of symptoms the score was I and obvious symptoms had score II. Signs included yawning, lacrimation, running nose, sweating, shaking, piloerection, restlessness, pupil size, lack of appetite, vomiting, diarrhea, sleeplessness, and trying to get drugs. Symptoms included muscle ache, tachycardia, sneezing, feeling pins and needles in body organs, feeling cold and hot, muscle cramp, excitability, and tendency to take medicine.

This study was done under the research ethics.

Results {#S0003}
=======

The mean age of participants was 28.32±5.46 years. The youngest was 20 year old and the oldest was 42 years old. The frequency of background variables is presented in [table 1](#T0001){ref-type="table"}. Most of the participants were from crowded families. 20% were the first children in the family and 40.7% were unemployed. As mentioned before, during the study, group matching was tried by recruiting more patients. To assure group match, independ-ent sample t-test was used, which showed no significant difference between the two groups ([table 2](#T0002){ref-type="table"}). Just one of the participants has addiction history of less than one year. 76.6% of participants in rapid detoxification group and 80% of clonidine group had a history of detoxification.

###### 

Frequency distribution and percentage of background variables in the two treatment groups

  Variable                Type of treatment                       
  ----------------------- -------------------- ---- -------- ---- ------
  Marital status          Married              13   43.3     13   43.3
                          Single               17   56.7     17   56.7
  Education               Primary school       2    6.7      4    13.8
                          Middle school        8    26.7     15   51.7
                          High school          11   36.7     9    31
                          Higher education     9    30       1    3.4
  Number of siblings      2 \<                 1    33.3     5    16.7
                          5-2                  18   60       11   36.7
                          5 \>                 11   36.7     14   46.7
  Birth rank              First                6    20       6    20
                          Other                24   80       24   80
  Type of drug            Opium                14   46.7     14   46.7
                          Heroin               5    16.7     5    16.7
                          Opium and heroin     5    16.7     5    16.7
                          Opium and shire      3    10       3    10
                          Shire                3    10       3    10
  Consumption method      Eating               8    26.7     8    26.7
                          Smoking              16   53.3     16   53.3
                          Eating and smoking   6    20       6    20
  Job status              Unemployed           11   36.7     14   46.7
                          Employed             19   63.3     16   53.3
  Years of consumption    1 \<                 1    3.3      \-   \-
                          1 \>                 29   96.7     30   100
  History of withdrawal   Yes                  23   76.7     24   80
                          No                   7    23\. 3   6    20

###### 

Comparing the mean age and amount of taken narcotics in the two treatment group

  variable   Treatment method   frequency   mean   Standard deviation   results
  ---------- ------------------ ----------- ------ -------------------- ---------
  Age        Rapid              30          28.4   5.77                 t=0.117
  Year       Traditional        30          28.2   5.23                 p\>0.9
  Amount     Rapid              30          3.2    1.77                 t=0.7
  Gram       Traditional        30          3.3    8.1                  p\>0.9

The mean score of 10 days observing signs and symptoms for clonidine group and 5 days for rapid detoxification group was compared using independent sample t-test. Restlessness, vomiting, feeling sick, systolic and diastolic blood pressure was significantly different between the two groups. But there was no significant difference in other signs ([Table 3](#T0003){ref-type="table"}).

###### 

The mean of signs and symptoms of withdrawal during treatment period in the two groups

  Variable                   Treatment method   P-value                   
  -------------------------- ------------------ --------- -------- ------ -------
  Yawning                    1.5                0.4       1.42     0.46   0.475
  Lacrimation                1.11               0.49      0.97     0.54   0.29
  Running nose               0.91               0.56      0.74     0.46   0.195
  Sweating                   0.7                0.59      0.69     0.57   0.947
  Shaking                    0.72               0.61      0.68     0.59   0.818
  Piloerection (sign)        0.41               0.47      0.52     0.47   0.397
  Restlessness               1.19               0.54      0.91     0.52   0.047
  Lack of appetite           0.74               0.54      0.51     0.45   0.07
  Vomiting                   0.32               0.43      0.06     0.18   0.004
  Diarrhea                   0.57               0.64      0.38     0.37   0.159
  Sleeplessness              0.97               0.7       0.74     0.63   0.187
  Temptation to take drugs   0.45               0.66      0.19     0.32   0.057
  Muscle ache                0.53               0.6       0.83     0.56   0.53
  Heart beat                 0.41               0.42      0.37     0.41   0.71
  Sneezing                   0.9                0.55      0.69     0.48   0.122
  Pins and needles           0.73               0.61      0.61     0.47   0.411
  Feeling cold and hot       0.98               0.68      0.87     0.58   0.489
  Piloerection (symptom)     0.53               0.54      0.4      0.33   0.292
  Feeling sick               1.03               0.5       0.67     0.38   0.002
  Stomach ache               0.75               0.6       0.62     0.49   0.339
  Musculoskeletal pain       1.06               0.63      1.23     0.51   0.265
  Tremor and muscle cramp    0.65               0.67      0.56     0.54   0.556
  Excitability               0.62               0.83      0.63     0.55   0.971
  Drug seeking behavior      0.36               0.49      0.18     0.27   0.081
  Systolic blood pressure    114                6.26      100.06   5.81   0.000
  Diastolic blood pressure   72                 6.34      67.63    5.76   0.002
  Heart beat                 84.67              8.21      87.03    4.71   0.179

Discussion {#S0004}
==========

Comparing the groups, restlessness, feeling sick, systolic, and diastolic blood pressure were significantly different. Previous studies also reported the severity of withdrawal symptoms.[@CIT0001] This can be explained considering the consump-tion of antagonist in one hand and higher consumption of clonidine on the other hand. Moreover, the period of detoxification is also shorter both in the present study and in other studies.[@CIT0012]

In other cases, there was no significant difference. The severity of symptoms was easily controllable by tranquilizer. Since no significant difference was seen between the type of drug and detoxification method, there is no superiority between these two methods. To our knowledge, there are no other studies on the topic to compare.

In the rapid method group, variables of temptation to take drugs and piloerection had a negative significant relation with the amount of drugs, so that with more amount of consumption the severity of symptoms was decreased. In the only clonidine group, the mean severity of lacrimation, pins and needles, piloerection and tendency to take drugs had a positive significant relation with the amount of drugs, so that the more drugs, the higher the mean severity of these symptoms. It can be concluded that for higher amount of drug consumption, the rapid detoxification method is superior; because it decreases the temptation and sustains withdrawal. However, in long term treatment method does not have much effect on portent of sustainable withdrawal.[@CIT0013]

Considering the results of the study in one hand, and the short term hospitalization of patients on the other hand, which reduces the costs and the consumption of narcotics in hospital wards, this treatment method can be a suitable one for patients who are selected for detoxification.

***Limitations:*** Since patients were different, it was possible for them and for other personnel to find out about the treatment method. Also, other methods of detoxification such as bupronorphine and methadone were not compared.
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